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B) In the Claims: 



1. 



(Currently Amended) A compound of formula I: 




Q— NH-R 1 



or a pharmaceutical^ acceptable d e rivativ e salt t hereof, wherein: 
R 1 is selected from hydrogen, CONH 2 , T (D) -R, or T {n) -Ar l ; 
R is an aliphatic or substituted aliphatic group; 
n is zero or one; 

T is C(=0), C0 2 , CONH, S(0) 2 , S(0)2NH, COCH 2 or CH 2 ; 

R 2 is selected from hydrogen, -R, -CH 2 OR, -CH 2 OH, -CH=0, -CH 2 SR, -CH 2 S(0>2R, - 
CH 2 (C=0)R, -CH 2 C02R, -CHzCOzH, -CH 2 CN, -CH 2 NHR, -CH2N(R) 2 , -CH=N-OR, - 
CH=NNHR, -CH=NN(R>2, -CH=NNHCOR, ~CH=NNHC0 2 R, -CH=NNHS0 2 R, -aryl, - 
CH 2 (aryl), -CH 2 NH 2 , -CH 2 NHCOR, -CH 2 NHCONHR > -CH 2 NHCON(R) 2 , -CH 2 NRCOR, - 
CH2NHC0 2 R, -CH 2 CONHR, -CH 2 CON(R) 2 , -CH 2 S02NH 2 , -CH 2 (heterocyclyl), or - 
(heterocyclyl); 

R 3 is selected from hydrogen, -R, hydioxyalkyl, alkoxyalkyl, alkylthioalkyl, aminoalkyl, 
alkylaminoalkyl, dialkylaminoalkyl, heterocyclyl, heterocyclylalkyl, aryl, aralkyl, or 
aryloxyalkyl; 

G is hydrogen or C1.3 alkyl; 



Q-NH is 




wherein the H of Q-NH is optionally replaced by R, COR, SCO^R, or CO^; 
AisN orCH ; 
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At 1 is aryl, substituted aryl, heterocyclyl or substituted heterocyclyl, wherein Ar 1 is optionally 
fused to a partially unsaturated or fully unsaturated five to seven membered ring containing 
zero to three heteroatoms; 

wherein each substitutable carbon atom in Ar 1 , including the fused ring when present, is 
optionally and independently substituted by halo, R, OR, SR, OH, N0 2 , CN, NH 2 , NHR, 
N(R) 2 , NHCOR, NHCONHR, NHCON(R) 2 , NRCOR, NHCO2R, C0 2 R, C0 2 H, COR, 
CONHR, CON(R) 2 , S(0)2R, SONH 2 , S(0)R, S0 2 NHR, or NHS(0)2R, and wherein each 
saturated carbon in the fused ring is further optionally and independently substituted by =0, 
=S, =NNHR, =NNR 2 , =N-OR, =NNHCOR, =NNHC0 2 R, =NNHS0 2 R, or =NR; and 

wherein each substitutable nitrogen atom in Ar 1 is optionally substituted by R, COR, S(0) 2 R, or 
CO2K 

provided that when G is hydrogen, and R 2 is optionally substituted phenyl, then R 3 is not 
hydrogen. 

2. (currendy amended) The compound of claim 1 having on e or moro of - the following 
fefltefBs wherein compound variables are selected from one or more of. or all of, the following 
groups : 

(a) R 1 is selected from hydrogen, T (nr R, or T^-Ar 1 ; 

(b) R 2 is selected from hydrogen, -R, -CH 2 OR, CH 2 OH, CH 2 (heterocyclyl), - 
CH 2 (substituted heterocyclyl), -(heterocyclyl), or -(substituted heterocyclyl); 

(c) R 3 is selected from -R, heterocyclyl, heterocyclylalkyl, aryl, or aralkyl and/or, 

(d) G is hydrogen or methyl. 

3. (currently amended) The compound of claim 2 having the following featur e s wherein: 

(a) R 1 is selected from hydrogen, T (n) -R, or T^-Ar 1 ; 

(b) R 2 is selected from hydrogen, -R, -CH 2 OR, CH 2 OH, -CH,(arvl), CH 2 (heterocyclyl), 
-CH 2 (substituted heterocyclyl), -(heterocyclyl), or -(substituted heterocyclyl); 

(c) R 3 is selected from -R, heterocyclyl, heterocyclylalkyl, aryl, or aralkyl and/ef ; 

(d) G is hydrogen or methyl. 
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4. (original) The compound of claim 3 wherein G is hydrogen or methyl; R 1 is selected from 
phenyl, cyclohexyl, pyridyl, naphthyl, or quinolinyl; R 2 is selected from hydrogen, methyl, 
alkoxymethyl, benzyloxymethyl, or heterocyclylmethyl; and R 3 is phenyl or benzyl; wherein 
each R*-R 3 is optionally substituted. 

5. (original) The compound of claim 3 wherein G is hydrogen or methyl; R 1 is phenyl or 
cyclohexyl; R 2 is methoxymethyl, methoxyethoxymethyl, ethoxymethyl, piperidin-l-ylmethyl, 
morpholin-4-ylmethyl, or tetrahydrofuran-3-ylmethyl; and R 3 is phenyl or benzyl; wherein each 
R ! -R 3 is optionally substituted. 

6. (currently amended) The compound of claim 1, the compound being selected from these 



listed in Tabl e 1. : 



No. 


G 


R 1 


R 2 


R 3 


11-1 


CH 3 


Pheny! 


H 


Ph 


II-2 


CH 3 


4-methoxy-phenyl 


H 


Ph 


II-3 


CH 3 


3.4-dlmethoxy-phenyl 


H 


Ph 


II-4 


CH 3 


3,5-dimethoxy-phenyl 


H 


Ph 


II-5 


CH 3 


4-cyano-pheny) 


H 


L Ph 


II-6 


CH 3 


3-fluoro-phenyl 


H 


Ph 


II-7 


CH 3 


4-fluoro-phenyl 


H 


Ph 


II-8 


CH 3 


4-COCHs-phenyt 


H 


Ph 


II-9 


CH 3 


4-CONH 2 -phenyl 


H 


Ph 


11-10 


CHa 


4-SCHa-phenyl 


H 


Ph 


11-11 


CH 9 


3-OCH 3 -phenyl 


H 


Ph ! 


i 11-12 


CH 3 


3,4,5-trimethoxy-phenyl 


H 


Ph 


il-13 


CH 3 


4-C02CH 3 -phenyl 


H 


Ph 


11-14 


CH 3 


4-S0 2 CH 3 -phenyl 


H 


Ph 


11-15 


CHa 


4-C0 2 CH3-pheny1 


H 


Ph 


11-16 


CH 3 


4-N(CH 3 ) 2 -phenyl 


H 


Ph 


11-17 


CHa 


3-N0 2 -phenyl 


H 


Ph 


11-18 


CH 3 


3-NHCOCH 3 -phenyl 


H 


Ph 


11-19 


CH 3 


3-NHz-phenyl 


H 


Ph 


II-20 


CH 3 


4-N0 2 -phenyf 


H 


Ph 
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No. 


G 


R 1 


R 2 


R 3 


11-21 


CH 3 


3-(CH2CH 2 CU2H)-pn9nyi 


n 


Ph 


n-22 


CH 3 


3-(CH 2 C02H)-phenyl 


M 

n 


Ph 
ill 


II-23 


CH 3 


3-CH20H-phenyl 


u 
H 


A-C*\A -Ph 
*t-L/ri3-rn 


II-24 


CH 3 


Phenyl 


u 
n 


\j M e- pnen y i 


11-25 


CH, 


4-methoxy-phenyl 


H 


A r^Xrto rtKanvrl 


11-26 


CH 3 


3,4-dimethoxy-phenyl 


H 


A r*l Ph 


11-27 


CH 3 


3,5-d imethoxy-phenyl 


H 


Q A C*\ Dh 

o^-Olg-r n 


11-28 


CH 3 


4-cvano-phenyl 


H 


A C Dk 

4-r-Kn 


11-29 


CH 3 


3-fluoro-phenyl 


H 


4-OMe-pnenyi 


11-30 


CH 3 


4-fluoro- phenyl 


H 


2,5-Cb-PnPn 


11-31 


CH 3 


4~COCH 3 -phenyl 


H 


O A C Dh 

2,4-r2-rri 


II-32 


CH 3 


4-CONH 2 -phenyl 


H 




II-33 


CH 3 


4-SCH 3 -phenyl 


H 


O CZ. r*l Dh 


11-34 


CH 3 


3-OCHg-phenyl 


H 


o-0!-rTi 


11-35 


CH 3 


3,4,5-trimethoxy-phenyl 


H 


4-UMQ-pnenyi 


11-36 


CH 3 


4-CH 3 -phenyl 


H 


3-L/Dn-rn 


M-37 


CH 3 


cvclohexyl 


H 


4-OMe-pnenyi 


11-38 


CH 3 


cyclohexyl 


H 


4-OMe-phenyi 


11-39 


CH 3 


cyclohexyl 


H 


4-Ol-rTI 


11-40 


CH 3 


cvclohexyl 


H 


3,4-Ub-rn 


11-41 


CH 3 


cyclohexyl 


H 


4-r-rrl 


M-42 


CH 3 


cyclohexyl 


H 


4-Wlvie-pnenyi j 


H-43 


CH 3 


cyclohexyl 


H 


z,o-oi2-Kn 


H-44 


CH 3 


cyclohexyl 


i i 
H 


O A P Ph 


II-45 


CH 3 


cyclohexyl 


u 
n 


.Ph 


II-46 


CH 3 


cyclohexyl 


LJ 

n 




II-47 


CH 3 


cyclohexyl 


u 
n 




II Aft 
M-40 


v-*n 3 




H 


4-OMe-phenyl 


II-49 


CH 3 


cyclohexyl 


H 


3-OBn-Ph 


1 1 -50 


CH 3 


cyclohexyl 


H 


r -CH*Ph 


11-51 


CH 3 


cyclohexyl 


H 


Ph 


II-52 


CH 3 


Phenyl 


H 


4-OMe-phenyl 


II-53 


H 


4-methoxy-phenyl 


H 


4-OMe-phenyl 


II-54 


H 


3,4-dim thoxy-phenyl 


H 


4-CI-Ph 
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No. 


G 


R 1 


R 2 


R 3 


lf-55 


H 


3,5-dlmetnoxy-pnenyl 


i i 

n 




11-56 


H 


4-cyano-phenyl 


M ! 




11-57 


H 


3-fluoro-phenyl 


1 1 
H 


** -tj ivi e- pn en yt 


11-58 


H 


4-fluoro-phenyl 


• • 
H 


<:,o-L/l2-rnrn 


11-59 


H 


m A*^. A*\ 1 ft 1^ - ^ . .1 

4-COCH 3 -phenyl 


H 


O A C Dh 


11-60 


H 


4-CONH 2 -phenyl 


H 


A kiA nu 

4-N(J2-rn 


11-61 


H 


4-SCH3-phenyt 


H 


3,5-Cl2-Pn 


II-62 


H 


3-OCH 3 -phenyl 


H 


3-CI-Pn 


11-63 


H 


3,4,5-trimethoxy-phenyl 


H 


4-OMe- phenyl 


11-64 


H 


4-CH 3 -phenyl 


H 


o ad* nu 

3-OBn-rn 


11-65 


H 


cyclohexyi 


H 


benzyl 


11-66 


H 


cyclohexyl 


H 


4-UMe-pnenyi 


11-67 


H 


cyclohexyi 


H 


phenyl 


11-68 


H 


cyclohexyl 


H 


3,4-C/l2-rn 


11-69 


H 


cyclohexyi 


H 


a c*>\ ou 

2,4-Cl2-Ph 


N-70 


H 


cyclohexyl 


H 


4-OMe-pnenyi 


11-71 


H 


cyclohexyl 


H 


2 F 5-Cl2-rh 


II-72 


H 


cyclohexyl 


H 


2,4-Fg-Ph 


H-73 


H 


cyclohexyl 


H 


4-N0 2 -Pn 


II-74 


H 


cyclohexyl 


H 


*a c ^"m Ok 

3,5-olg-rn J 


II-75 


H 


cyclohexyl 


H 


3-CI-Pn 


II-76 


H 


Phenyl 


H 


4-OMe-phenyl 


II-78 


CH 3 


4-methoxy-phenyl 


H 


-Un2Pn 


II-79 


CH 3 


3,4-dimethoxy-phenyl 


H 


r>u nu 

-Un2Pn 


II-80 


CH 3 


3,5-dimethoxy-phenyl 


Li 
H 




11-81 


CH 3 


4-cyano-phenyl 


■ i 
n 


f>U Dh 


II-82 


CH 3 


3-fluoro-phenyf 


H 


pn Dh 


i II -oo 


Un 3 


o t **,o^ir i rnetnuxy- pn eny i 


u 

n . 


-CH 2 Ph 


II-84 


CH a 


3-pyridyl 


H 


Ph 


II-85 


CHa 


4-methoxy-pyrid-3-yl 


H 


Ph 


1 1 -86 


CHg 


2-naphthyl 


H 


Ph 


II-87 


CH 3 


lsoquinolin-4-yl 


H 


Ph 


II-88 


CH 3 


6-methoxy-naphthalen-2-yl 


H 


Ph 


II-89 


CH 3 


lndan-1-on-5-yl 


H 


Ph 
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No. 


G 


R 1 


R 2 


R 3 


11-90 


CH 3 


2*methyi-quinolin-6-yl 


H 


Ph 


11-91 


CH 3 


4-methoxy-phenyl 


CH 3 


nu 

Ph 


II-92 


CH 3 


3,4-dimethoxy-phenyl 


CH 3 


Ph 


II-93 


CH 3 


3,5-dimethoxy-phenyl 


CH 3 


4-OMe-phenyl 


II-94 


CH 3 


cyclohexyl 


CH 3 


4-OMe-phenyl 


II-95 


CH 3 


cyclohexyl 


CH 3 


4-CI-phenyl 


II-96 


CH 3 


cyclohexyl 


CH 3 


Ph 


II-97 


CH 3 


4-methoxy-phenyl 


CH 3 


-CHsPh 


11-98 


CH 3 


2-methyl-quinolin-6-yl 


CH 3 


-CH 2 Ph 


11-99 


CH 3 


2-methyl-quinolin-6-yl 


CH 3 


-CH 2 Ph 


11-100 


H 


4-F-phenyl 


CH 3 


Ph 


11-101 


H 


4-CI-phGnyl 


CH S 


Ph 


11-102 


H 


4-NO2- phenyl 


CH 3 


Ph 


11-103 


H 


cyclohexyl 


CH 3 


2,6-difluoro-phenyl 


11-104 


H 


cyclohexyl 


CH 3 


3,5-dichloro-phenyl 


11-105 


H 


cyclohexyl 


CH 3 


2.4-dichloro-phenyl 


11-106 


H 


cyclohexyl 


CH 3 


Ph 


IM07 


H 


3-CI-phenyl 


CH 3 


Ph 


11-108 


H 


3-benzvloxy-phenyl 


CH 3 


Ph 


11-109 


H 


phenyl 


CH 3 


2,4-dlfluoro-phenyl 


11-110 


CH 3 


3-CI-phenyl 


H 


phenyl 


11-111 


H 


phenyl 


H 


2,4-difluoro-phenyl 


IM12 


H 


cyclohexyl 


H 


phenyl 


11-113 


H 


3-Br-phenyl 


CH 3 


phenyl 


11-114 


H 


3-l-phenyl 


CH 3 


phenyl 


11-115 


H 


2-chloropyridin-5-yl 


CH 3 


phenyl 


IM16 


H 


phenyl 


CH 3 


pyridln-2-yl 


11-117 


H 


4-F-phenyl 


on 3 


pynuiif-t-yi 


11-118 


H 


4-Cl-phenyt 


CH 3 


pyridin-2-yl 


11-119 


H 


3-CI-phenyl 


CH 3 


pyridin-2-yl 


11-120 


H 


4-N0 2 -phenyl 


CH 3 


pyrldin-2-yl 


11-121 


H 


3-(benzyloxy)-phenyl 


CH 3 


pyridin-2-yl 


11-122 


H 


2,6-difluorophenyl 


CH 3 


phenyl 


11-123 


H 


phenyl 


CH 3 


3-CI-ph nyl 
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No. 


G 


R 1 


R 2 


R 3 


11-124 


H 


4-F-phenyl 


CH 3 


3-CI-phenyi 


I1-125 


H 


4-CI-phenyl 


CH 3 


3-CI-phenyt 


11-126 


H 


3-CI-phenyl 


CH 3 


3-CI-phenyl 


11-127 


H 


4-N0 2 -phenyt 


CH 3 


3-CI-phenyl 


11-1 28 


H 


3-(benzyloxy)-phenyl 


CH 3 


3-CI-phenyl 


11-129 


H 


naphthalen-2-yl 


CH 3 


phenyl 


11-130 


H 


3,4-dimethoxyphenyl 


CH a 


phenyl 


11-131 


H 


phenyl 


CH 3 


6-CH 3 -4-CF 3 -pyridin2-yl 


11-132 


H 


4-F-phenyt 


CH 3 


6-CH 3 -4-CF 3 -pyridin2-yl 


11-133 


H 


4-CI-phenyl 


CH 3 


6-CH a -4-CF 3 -pyridin2-yl 


11-134 


H 


3-CI-phenyl 


CH 3 


\ 6-OM3-4-Lrr 3 -pyriain^-yi 


11-135 


H 


4-N0 2 -phenyl 


CH 3 


6-CH r 4-CR,-pvridin2-yl 


11-136 


H 


3-(benzyloxy)-phenyl 


CH 3 


6-CH ir 4-CF a -pyridin2-yl 


H-137 


H 


3-F-phenyl 


CH 3 


pyridln-2-yl 


IM38 


H 


3-ch loro-4-methoxyphenyl 


CH 3 


pyridin-2-yl 


11-139 


H 


naphthalen-2-yl 


CH 3 


pyridln-2-yl 


11-140 


H 


benzimidazol-2-yl 


CH a 


pyridin-2-yl 



7. (currently amended) A method for treating a disease state or condition in mammals that is 
niinvintfvl hy tmntmftnt with n INK kinafie inhibitor wherein the disease i s selected from 
inflammatory diseases, autoimmune diseases, destructive bone disorders, proliferative disorders, 
infectious diseases, neurodegenerative diseases, allergies, reperfusion/ischem ia in stroke, heart 
attacks, angiogenic disorders, organ hypoxia, vascular hyperplasia, car diac hypertrophy, 
thrombin-induced platelet aggregation or conditions associated with proinflammatory cytokines > 
comprising administering to a mammal in need of such a treatment a therapeutically effective 
amount of a compound of formula I: 
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I 

or a phannaceutically acceptable d e rivative salt t hereof, wherein: 
R 1 is selected from hydrogen, CONH 2 , T (n) -R, or T (0) - Ar 1 ; 
R is an aliphatic or substituted aliphatic group; 
n is zero or one; 

T is C(=0), C0 2 , CONH, S(0>2, S(0) 2 NH, COCH 2 or CH 2 ; 

R 2 is selected from hydrogen, -R, -CH 2 OR, -CH 2 OH, -CH=0, -CH 2 SR, -CHjS^)^, - 
CH 2 (C=0)R, -CH 2 C0 2 R, -CH 2 C0 2 H, -CH 2 CN, -CH 2 NHR, -CH^R)* -CH=N-OR, - 
CH=NNHR, -CH=NN(R) 2 , -CH=NNHCOR, -CH=NNHC0 2 R, -CH=NNHS02R, -aryl, - 
CH 2 (aryl), -CH2NH 2 , -CH 2 NHCOR, -CH2NHCONHR, -CH 2 NHCON(R) 2 , -CH 2 NRCOR, - 
CH 2 NHC0 2 R, -CH 2 CONHR, -CH 2 COtJ(Rh> -CH 2 S0 2 NH 2 , -CH 2 (heterocyclyl), or - 
(heterocyclyl); 

R 3 is selected from hydrogen, -R, hydroxyalkyl, alkoxyalkyl, alkylthioalkyl, aminoalkyl, 
alkylaminoalkyl, dialkylaminoalkyl, heterocyclyl, heterocyclylalkyl, aryl, aralkyl, or 
aryloxyalkyl; 

G is hydrogen or C1-3 alkyl; 

Q-NHis 




wherein the H of Q-NH is optionally replaced by R, COR, S(0) 2 R, or CO^R; 
is or Cl^JfJj 

At 1 is aryl, substituted aryl, heterocyclyl or substituted heterocyclyl, wherein Ar 1 is optionally 
fused to a partially unsaturated or fully unsaturated five to seven membered ring containing 
zero to three heteroatoms; 

wherein each substitutable carbon atom in Ar 1 , including the fused ring when present, is 
optionally and independently substituted by halo, R, OR, SR, OH, N0 2 , CN, NH 2 , NHR, 
N(R) 2 , NHCOR, NHCONHR, NHCON(R>2> NRCOR, NHC0 2 R, C0 2 R, C0 2 H, COR, 
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CONHR, CON(R)2, S(0) 2 R, SONH 2 , S(0)R, SO2NHR, or NHS(0)2R, and wherein each 
saturated carbon in the fused ring is further optionally and independently substituted by =0, 
=S, =NNHR, =NNR 2 > =N-OR, =NNHCOR, =NNHC0 2 R, =NNHS0 2 R, or =NR; and 
wherein each substitutable nitrogen atom in Ar 1 is optionally substituted by R, COR, S(0) 2 R, or 
C0 2 R. 

8. (canceled) 

9. (currently amended) The method according to claim 7, wherein said method io uood to treat 01 
prevent an the inflammatory disease is oolootod from acute pancreatitis, chronic pancreatitis, 
asthma, allergies, or adult respiratory distress syndrome, 

10. (currently amended) The method according to claim 7, wherein s aid method in uood to treat 
or prevent on the autoimmune disease is select e d from glomerulonephritis, rheumatoid arthritis, 
systemic lupus erythematosus, scleroderma, chronic thyroiditis, Graves* disease, autoimmune 
gastritis, diabetes, autoimmune hemolytic anemia, autoimmune neutropenia, thrombocytopenia, 
atopic dermatitis, chronic active hepatitis, myasthenia gravis, multiple sclerosis, inflammatory 
bowel disease, ulcerative colitis, Crohn's disease, psoriasis, or graft vs. host disease. 

1 1 . (cunently amended) The method according to claim 7, wherein oaid method is uood to treat 
or prevent an the destructive bone disorder* is s e l e ct e d from osteoarthritis, osteoporosis or 
multiple myeloma-related bone disorder. 

12. (currently amended) The method according to claim 7, wherein oaid method is used to trea t 
or prevent an the proliferative disease is s elected from acute myelogenous leukemia, chronic 
myelogenous leukemia, metastatic melanoma, Kaposi's sarcoma, or multiple myeloma. 

13. (currently amended) The method according to claim 7, wherein oaid method is us e d to treat 
or prevent an the neurodegenerative disease is s elected from Alzheimer's disease, Parkinson's 
disease, amyotrophic lateral sclerosis, Huntington's disease, cerebral ischemia or 
neurodegenerative disease caused by traumatic injury, glutamate neurotoxicity or hypoxia. 

Page 11 of 17 



PACE 14/41 * RCVD AT 12/23/2003 3:58:15 PM [Eastern Standard Time] " SVR:USPTO-EFXRF-1/6 ' DNIS:8729306 » CSID: * DURATI N (mm-ss): 13-28 



12/23/2003 16:01 FAX 



@015/O41 



14. (currently amended) The method according to claim 7, wherein said method io uocd to treat 
er prevent an the disease is ischemia/reperfusion in stroke or myocardial ischemia, renal 
ischemia, heart attacks, organ hypoxia or thrombin-induced platelet aggregation. 

15. (currendy amended) The method according to claim 7, wherein said method io uood to treat 
or prevent an the disease is a condition associated with T-cell activation or pathologic immune 
responses. 

16. (currently amended) The method according to claim 7, wherein oaid method is uacd to treat 
or prevent on the disease is an angiogenic disorder selected from solid tumors, ocular 
neovasculization, or infantile haemangioma. 

17. (new) A composition comprising a compound of claim 1 and a pharmaceutical^ acceptable 
carrier or diluent 

18. (new) A method of inhibiting JNK activity in a patient comprising the step of administering 
to said patient a therapeutically effective amount of the composition according to claim 17. 

19. (new) A method of inhibiting JNK activity in a biological sample comprising contacting 
said biological sample with the compound according to claim 1. 

20. (new) The compound of claim 1 wherein:R 3 is optionally substituted aryl or aralkyl. 

21. (new) The compound of claim 1, wherein R 3 is optionally substituted phenyl or benzyl. 
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